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DETAILED ACTION 

The response filed February 6, 2009 presents remarks and arguments submitted 
to the office action mailed August 5, 2008 is acknowledged. 
Claims 1-3, 5-13 are pending. 

Applicant's arguments over the 35 U.S.C. 103(a) rejection of claims 1, and 5-7 
over Craft et al. (Temporal Parameters of Desensitization to Intravesical Resin iferatoxin 
in the Rat, Physiol. Behave. V ol. 56, No. 3, pp. 479-486, 1994 - IDS) and Nordhauser 
et al. (Sterilization of Drugs and Devices: Technologies for the 21st Century, Forward, 
1998) is not persuasive. Therefore, the rejection of record is maintained. 

Applicant's arguments over the 35 U.S.C. 103 (a) rejection of claims 2 and 3 over 
Craft et al. (Temporal Parameters of Desensitization to Intravesical Resiniferatoxin in 
the Rat, Physiol. Behave. V ol. 56, No. 3, pp. 479-486, 1994 - IDS) and Nordhauser et 
al. (Sterilization of Drugs and Devices: Technologies for the 21st Century, Forward, 
1998) in view of Blumberg (4,939,149 -- IDS) is not persuasive. Therefore, the rejection 
of record is maintained. 

Applicant's arguments over the 35 U.S.C. 1 03 (a) rejection of claims 8-1 0 over 
Craft et al. (Temporal Parameters of Desensitization to Intravesical Resiniferatoxin in 
the Rat, Physiol. Behave. V ol. 56, No. 3, pp. 479-486, 1994 - IDS) and Nordhauser et 
al. (Sterilization of Drugs and Devices: Technologies for the 21st Century, Forward, 
1998) in view Ebert US Pat No. 2,182,075) is not persuasive. Therefore, the rejection of 
record is maintained. 
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Applicant's arguments over the 35 U.S.C. 1 03 (a) rejection of claims 11-13 over 
Craft et al. (Temporal Parameters of Desensitization to Intravesical Resiniferatoxin in 
the Rat, Physiol. Behave. V ol. 56, No. 3, pp. 479-486, 1994 - IDS) and Nordhauser et 
al. (Sterilization of Drugs and Devices: Technologies for the 21st Century, Forward, 
1998) in view Mookherjee et al. (US 4145354 A) is not persuasive. Therefore, the 
rejection of record is maintained. 

The TD overcomes the Obvious Double Patenting rejection of Patent Application 
No. 09/138,448 (US Pat No. 6630515). Therefore, the rejection is herewith withdrawn. 
The rejections are stated below: 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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Claims 1, and 5-7 rejected under 35 U.S.C. 103(a) as being obvious over Craft 
et al. (Temporal Parameters of Desensitization to Intravesical Resin iferatoxin in the Rat, 
Physiol. Behave. Vol. 56, No. 3, pp. 479-486, 1994 - IDS) in view of Nordhauser et al. 
(Sterilization of Drugs and Devices: Technologies for the 21st Century, Forward, 1998). 

Craft et al. teaches intravesicular instillation administration of resiniferatoxin at 
0.33uM concentration. The resiniferatoxin was dissolved in < 2 % ethanol to which 1% 
Tween-80 (nonoionic detergent (polysorbate 80)) and saline were added (see page 480, 
Drugs). The concentration limitation is met by the teachings of the reference. Further, 
the prior art reads on the limitation of a first and second container; because the 
compounds must necessarily be contained in containers, and the teaching that the 
resiniferatoxin was dissolved in ethanol and Tween-80 and saline were added supports 
the fact that there are separate containers, one holding the resiniferatoxin and the other 
diluents. 

The reference does not specifically teach a sterile dose of the therapeutic 
compound. 

Nordhauser et al. teaches that since 1991, the FDA has required terminal 
sterilization of all aqueous parenteral drugs. Sterilization of pharmaceuticals is to make 
a drug product that lacks viable microorganisms capable of reproduction in the drug 
product itself or after injection into a patient. 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to sterilize the drug. The motivation to sterilize the drug comes from the 
teachings of Nordhauser et al. that the FDA has required terminal sterilization of all 
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aqueous parenteral drugs. Sterilization of pharmaceuticals is to make a drug product 
that lacks viable microorganisms capable of reproduction in the drug product itself or 
after injection into a patient. Hence, a skilled artisan would have reasonable 
expectation of successfully producing a sterile parenteral drug that lacks viable 
microorganisms capable of reproduction in the drug product itself or after injection into a 
patient. 

The recitation wherein the compound is "compatible with bladder mucosa and 
does not cause meaningful pain or irritation to the patient when administered" is an 
intended use and does not receive patentable weight in composition claims. 

Claims 2 and 3 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Craft et al. ( (1)Temporal Parameters of Desensitization to Intravesical Resin iferatoxin in 
the Rat, Physiol. Behave. Vol. 56, No. 3, pp. 479-486, 1994 - IDS) and Nordhauser et 
al. (Sterilization of Drugs and Devices: Technologies for the 21st Century, Forward, 
1998), as applied to claims 1 , 5, and 6-7 above, and in view of Blumberg (US Pat No 
4,939,149). 

Craft et al. and Nordhauser et al. are as discussed above. 

Craft et al.(1) does not teach the specific concentration and the amounts of the 
components as recited in claims 2 and 3. 
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Blumberg ('149) teaches "The desirable dose of the compounds of the present 
invention varies with the subject, drug form, method and period of administration. 
However, in order to obtain desirable effects, generally it is recommended to administer 
0.1x1 0" 3 to 5x1 0" 2 mg/kg, preferably 0.1 x10" 3 to 5. x10" 3 mg/kg, body weight of the 
compounds of the present invention for single application, or less upon multiple 
application. In terms of composition, compounds should be present between. 0.0001 to 
10% by weight, preferably 0.0001 to 1% by weight." Based on the average weight of 
human (60 kg) the concentration of the active compound is preferably between 0.01-0.5 
uM (column 5 lines 25-40). The RTX compounds were administered in 10% ethanol, 
10% Tween-80/ 80% physiological saline solution unless otherwise indicated (column 6, 
lines 5-1 6). Blumberg ('1 49) teaches "RTX, the active ingredient of the present 
invention, can be made into pharmaceutical compositions by combination with 
appropriate medical carriers or diluents. The compounds of the present invention may 
be formulated into preparations for injections by dissolving, suspending or emulsifying 
them in aqueous solvents such as normal saline, Dextrose 5%, or non-aqueous solvent, 
such as vegetable oil, synthetic aliphatic acid glycerides, esters of higher aliphatic acids 
or propylene glycol; and if desired, with conventional additives such as solubilizers, 
isotonic agents, suspending agents, emulsifying agents, stabilizers and preservatives. 
For example, RTX can be dissolved in oils, propylene glycol or other solvents commonly 
used to prepare injectable solutions. Suitable carriers include physiological saline, 
polyethylene glycol , ethanol, sesame oil, cremophor and isopropyl myristate." 
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It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to manipulate specific concentration, the amounts of the 
components parameters, and modify a carrier. "[W]here the general conditions of a 
claim are disclosed in the prior art, it is not inventive to discover the optimum or 
workable ranges by routine experimentation." In re Aller, 220 F.2d 454, 456, 105 USPQ 
233, 235 (CCPA 1955). The motivation to change the amounts and concentration is 
because they are deemed to be manipulatable parameters practiced by an artisan to 
obtain the best possible pharmaceutical results. The motivation to modify the carrier is 
because Blumberg ('149) teaches useful carriers include physiological saline, 
polyethylene glycol , ethanol, sesame oil, cremophor and isopropyl myristate in 
injectables. Hence, a skilled artisan would have reasonable expectation of successfully 
producing a stable injectable comprising polyethylene glycol. 

Claims 8-1 0 are rejected under 35 U.S.C. 1 03(a) as being unpatentable over 
Craft et al. (Temporal Parameters of Desensitization to Intravesical Resiniferatoxin in 
the Rat, Physiol. Behave. Vol. 56, No. 3, pp. 479-486, 1994 - IDS) and and Nordhauser 
et al. (Sterilization of Drugs and Devices: Technologies for the 21st Century, Forward, 
1998) as applied to claims 1-3, 5-7, and further in view of Ebert (US Pat 2,182,075). 

Craft et al. and Nordhauser et al. are as discussed above. 

The reference does not teach buffering salts as recited in claims 8-10. 
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Ebert teaches buffering materials are used in an injectable composition to adjust 
the pH of their solution to about 7-7.4. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to employ a buffering material. The motivation to make such an 
incorporation is because the reference teaches that injections are preferably adjusted in 
pH and said buffering material are used in compositions to adjust the pH of their 
solution to about 7-7.4. Additionally the reference teaches the buffering salts are used 
to avoid irritation. A skilled artisan would therefore, have reasonable expectation of 
producing a composition with a pH of about 7-7.4 to avoid irritation. 

Claims 11-13 are rejected under 35 U.S.C. 1 03(a) as being unpatentable over 
Craft et al. ( (1)Temporal Parameters of Desensitization to Intravesical Resin iferatoxin in 
the Rat, Physiol. Behave. Vol. 56, No. 3, pp. 479-486, 1994 - IDS), Nordhauser et al. 
(Sterilization of Drugs and Devices: Technologies for the 21st Century, Forward, 1998), 
and Blumberg (US Pat No 4,939,149), as applied to claims 1-3, 5, and 6-7 above, and 
further in view of Mookherjee et al. (US 4145354 A). 

Craft et al., Nordhauser et al., and Blumberg are as discussed above. 

The references do not teach the specific stabilizer citric acid or the stabilizers of 
claim 13. 

However, Mookherjee et al. teaches stabilizers include preservatives, e.g., 
sodium chloride; antioxidants, e.g., calcium and sodium ascorbate, ascorbic acid, 
butylated hydroxyanisole (mixture of 2- and 3-tertiary-butyl-4-hydroxyanisole), butylated 
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hydroxy toluene (2,6-di-tertiarybutyl-4-methyl phenol), propyl gallate and the like and 
sequestrants, e.g., citric acid. 

It would have been obvious to one of ordinary skill in the art at the time of the 
invention to incorporate a stabilizer in the composition. The motivation to make such an 
incorporation is because (1) Blumberg ('149) teaches " "RTX, the active ingredient of 
the present invention, can be made into pharmaceutical compositions by combination 
with appropriate medical carriers or diluents. The compounds of the present invention 
may be formulated into preparations for injections by dissolving, suspending or 
emulsifying them in aqueous solvents such as normal saline, Dextrose 5%, or non- 
aqueous solvent, such as vegetable oil, synthetic aliphatic acid glycerides, esters of 
higher aliphatic acids or propylene glycol; and if desired, with conventional additives 
such as solubilizers, isotonic agents, suspending agents, emulsifying agents, stabilizers 
and preservatives." Hence, a skilled artisan would have reasonable expectation of 
successfully producing the desired stabilization of RTX by incorporation of preservatives 
such as citric acid and ascorbic acid. 

Response to Arguments 

Applicant's arguments filed February 6, 2009 have been fully considered. The 
response to the arguments is as discussed below: 

Applicants' main argument is that the composition of Craft and Blumberg cause 
pain and burning sensation whereas the composition of the claimed invention does not 
cause meaningful pain or irritation to the patient. The Examiner's contention remains 
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that the recitation wherein the compound is "compatible with bladder mucosa and does 
not cause meaningful pain or irritation to the patient when administered" is an intended 
use and does not receive patentable weight in composition claims. 

Furthermore, Applicant's composition is not painless. In fact, the applicant 
recites in claims 1 and 1 1 that the "dose does not cause meaningful pain or irritation to 
the patient." Examiners contention is that pain threshold varies from individual to 
individual, hence, the argument that the composition does not cause "meaningful pain" 
is obvious over the prior art because the composition claimed is the same as Craft et al. 

The arguments are not persuasive and the rejection is made FINAL. 

THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is reminded 
of the extension of time policy as set forth in 37 CFR 1 .136(a). 
A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
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examiner should be directed to Layla Soroush whose telephone number is (571)272- 
5008. The examiner can normally be reached on Monday through Friday from 8:30 
a.m. to 5:00 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan, can be reached on (571) 272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 
/SREENI PADMANABHAN/ 
Supervisory Patent Examiner, Art Unit 1617 



